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REMARKS 

This document is submitted m response to tht Ofiice Action dated - ; ui\ 36. 2<XX> {"Office 
Action"). As suggested by the Examiner, Applicants amended claims 5-8, 22. 23. 26, and 27 to 
promote «. sarin and corrected status identifiers of claims 28-31. Support lor "isolated cell" can 
be found in the specification, at page 17, lines $6-31 and page 19, lines 12-18. ! Claim 2. reciting 

K -pco i , u u ' So ^pkvih i rm i U Mum 

support i n ^inc . ao:v » - r. p ipc 1 3. hnes 16-18 of the specification. No new matter has been 
introduced. 

Claims 1-31 are pending. Claims 9-19 and 28-31 have been withdrawn from further 
c sk?« ra-Antoj elected i ventions Claims 1~S an 1 en outer e> 

anddaim> >M 20. are 2 nne been allowed Re^ eM. ! .hn ' S\ 0 " N " ; 
< , v c^ oi die rema k- below. 

* *OKv '0 1 C ^ A 1.1.2.1 

It \ v v. |J ' ( ; si if s k > iv . 1 m i Mio u 'K h t! ^ 

CFR ; 21 See the Office Action, pages 2-3 carryover paragraph \ppiieanls have corrected 
them as suggested by the Examiner and submit that new identifiers comply with 37 CPU $.121. 

> '.M \ < vu! . ir ^ ine ft i 

unclear whethe he tern i isforrnan recited n these el a s uck eel i m animal or 
the whole aj - See the Office Action, page 4, lines 1 4 a view of th c c 

i $ i v. k s he further stated that the word "harboring" recited m the claims * also unclear. 

N ,M . * nes H-20 The Lxumme* s. 

with n> utc jdeed to overcome the rejection. See the Office Action, page 3, 

-.U 1 i ' i I s X 

fj S i <. i I if (i t <? ! 1 ! •> ; tt U ^ i *> 1 2 1 ^ 

a - i „ t ,t s s > ». - I t i i Mi. i t nu 

k s i i i i m M ' ! s * u a 

>»■ " verbatim" .1 m ifte spediicaiion 



withdrawn, 

''v v ' ^ t " ' ' ! p I 

I he l\,t •> ^to v s "~ 7 tor s v i A 5 v t Vv. <A Ml \ v \ 
page 5, line 6 to page 6, line 12. 

* M v v * a' f <n \ h- ! ^ ^ a.. ) , i-.\H , it i . vo; I 

\ v < cnecom t comprises th trmm ieid sequ eofSfQ )M) 4. o 

(i.e., NRi 0.1, MR] 0.2, and NEI0.3, respectively), with a single amino acid replacement, 
dektioi i v j'v c protein bind 1 

Examiner first stated that "the specification does not identity any specific amino add in any of 
Sv 1 v. oes A can be deleted n eplaced or identify position i ie proteins where 

an additional amino acid can be added or inserted such thai binding to a hemaiopoietio factor is 
I nxse \edA A c i " c 4 

Applicants respectfully traverse. MPEP 2164.08 states, in relevant part, that 

[tjhe Fedora! Circuit has repeatedly held that "the specification must teach 
those skilled in the art how to make and use the Ml scope of the claimed 
1 , undue expenmentauo! In OAA 999 F.2d 1557, 

*>a ; a\a< s u 15 n (Fed ch 19^t> \ » < ^ < t 

necessary to practice the invention need he disclosed. In fact, what is well- 
V (Ku i n N9J i A! fiat n nt.es>ar s tl C mu ,\j A \ i me a , A Au 

f P !v vC f i <. ! v O ! h K 1, 1 t K ^ ! t IV 

ait. 

\ nd red <. \ ». v 1 1 cc h/ed in the art that a s g!e uno a id n it ni >n is 
n 1 Uo * ^ < , ,K'D ^cpaml' 'ro ' " ' w 

« v , ^ sc 1 <_ d i t i i 1 "v ^ 

Bowies eolphermy e M --nv! ! Proteu Sequence - i u in Vcid 
Substitutions," Science 247:1306-1310 (1990). A copy of tins article is attached hereto as 
"Exhibit A." Specifically, Bowie et A teaches, at page 1 306, right column, second full 



i s i ! i - wt arc tolerant of amim acids ^ i ! cues dent 
study carried out on the lac repressor. Of approximately 1 500 single amino acid substitutions ar 
42 nosmens m n \ pt ict j--oat o:u> 1 t dw v w , * ^ U to he p) uv sp v«<Ls 

mcs f M , ' < otic i. t i ^Km fsiUNa^iiui ^o s tj< •> 

shun c aciivin Thus, one can expec >ased o ' vie < « s 

j v _x < i i i' j > "h ei vu half) of random subsnmmm- m a given 

protein to result in .mutated proteins with full or nearly full activity. These are far better odds 
than those at issue in In re Wands, 858 F.2d 731 (Fed. Cir. 1988), in winch the court said that 
i i U fmd .he tew that fell withh he s ms was not \ 

experimentation. 

Accordingly, base on the level of larowledge inthe art, one skilled in the art would 
predict that even random single amino acid mutation in NR10. .1, Nil! 0.2, or NR 10.3 will 
predictably result in a majority of the mutants' having full or partial activity. Here, the' 
specification teaches mat NR10.1, NRI0.2, and NR10.3 are members of a hematopoietin-factor- 
binding pr< tei 5 and bind to hemato Kuetin factors A numbet of domaii $ a c t ^ 

mnofih 1 - » ed s ii <. p; f 1 N 

Dwmei al, and Kerneheck et ai, which were discussed in the last two responses. For example, 
each of the three proteins NR10.L NRK< " me NRJt i Cx n; corner ed e, s .ou\>. a 
YR motif a PP-W motif, a WS motif and aPXP motif; all hallmarks of the hemopoictin 
k « ' i,ini \ \v k \ s< y < N o. 1 < ^ 4 i ! am U 

Ok i m o< i ? uh i'op « > ! * s J v pt tm v 

members. One of ordinary skill in the art would understand that mutating within these conserved 
regions would increase the risk of altering function, and so would avoid doing so if maintaining 
ImUkg ^vJCtleg.M A. so .he -yeuf o«tmn ;t wkw and ice a^ V bow to suti educe 
mutations and which amino acids can be introduced. See page 9, lines 9-19 and page 9, line 29 
page 1 ine 6 

Ouvt b. -rtx *kati < nw thko d kno eege am heart, i 

ko ed rtis or has | a jll t - es u ti pt icti e the ! i i c i eniion Specifically, be 
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conserved motifs so thai NR10.1, NR10.2, or NR KU's binding io a hematopoietic (actor is 
preserved. 

It is also the Examiner's position that 

i i en< oi I s li garni for NR >r hematopoieih etc 
i ( s x <. ic skilled artisan would no >redK 
whether an> Single amino acid replacement, deletion, insertion or addition 
to any portion of the NR10 proteins, or particularly the extracellular 
do lah ol ^receptor 
protein to a hematopoietic factor. As such , it would require undue 
experiment 1 . ! t 

three disclosed receptor proteins and then further test which of amino 

tor] i i I k hid 
amino acid can be inserted or added without affecting the ability of the 
. a to hind to a hgand. 

\, v ^ ^e e ones 4-10, 

Applicants disagree As discussed above, NR10.1 » NR10.2, and NR 10.3 proteins include 
hallmark domains conserved in the hemopoietin receptor f amily. These domains are 
characteristic of the extracellular domain of hemopoietic receptor fainih rn cm hers, to which 
< , s . ms h v! u *i . k • a and the level of knowledge and sk , kmco 
tisa vwouki be ab c i that nutations in the conserved motifs would affect the binding 
caivity, s < em fa known igand rhus, the Eftamffer's positio s me e i 

For the above reasons, Applicants submit that claim 24 meets the enablement 
requirement. Claims 25-2"? depend from chum 24. At least for the same reasons, they also 
satisfy the enablement requirement. It is therefore requested that the rejection be withdrawn. 

- J5 L02(ej 
The Examiner rejected claims 2, 4, 6, and 8 as being anticipated by U.S. Patent No. 
6,642,360 ("the '360 patent" 5 )- These claims cover an isolated nucleic aeid comprising a 

l i civ d^ . ^ , U i t i i J v<)Ue Kt O S x i ) \ > - t I _ 

the*ew i',ikJ OvV> - - - - ! v ' n ! - * « » »v 



u jv.s >l Q ] V ^ v ! .ids a 100% set v v » f " 
, and 1 "*' Ac:?A,-a. uo See the ; " t„ Action, uu.'s " ^ un o\u paragraph. The Offic 
\ction does t k e parti ragmen i o ID \()s 2 4 ma to wind ins 

u t i p Hj H> R\pO J< 

to this rejection. Applicants therefore generated a sequence alignment of the A 60 patent's SEQ 
ID NO:91 with each of SEQ ID NOs:2, 4 and I? of the present application, and examined each 
of the three alignment- for regmm of ft to"., sequence idenW} ^e'oeen the ahgned mvteao. i he 
three alignments are shown in Exhibit B. 

! i \ v ! th <. sld'l oh ut v u n t ii <. stun- ^ 

S Q ID f Q D NOs:2, 4 and 1 7 is a mere < j 2 residues 

in SEQ ID NOs:2 and 17. Applicants have amended claim 2 to specify that the fragment is at 
least 7 amino acid residues m length. As the 360 patent does not disclose a nucleic acid 
comprising a sequence encoding a fragment of any of SEQ ID NOs:2, 4 or 1 7 at least 7 residues 
in length, it does not anticipate claim 2, as amended. Neither does it. anticipate claims 4, 6, and 
8, ail of which depend from claim 2. Applicants respectfully request that the rejection be 
withdrawn, 

Applicants submit that claims 2. 4-8 and 22-2?, like claims I, 3, 20, and 2 E are in 
vont i Vt.il ^ .me id K. av< on.- ^pe^tulE tequested 

I nc os< c Ardtion foi I h ee Months I < tension of Time. The fees in the amount of 
S I 020 are being paid concurrently on the Electronic Filing System (EES) by way of Deposit 
Account authorization. 



Please apply any other required fees to deposit account 06-1 050, referencing the attorney 
docket number shown above. 
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